11: Impact of pre-transplant splenectomy on patients with β thalassemia major undergoing a matched related allogeneic stem cell transplantation  by Mathews, V. et al.
Previous reports suggest feasibility of autologous transplantation
for HIV-associated lymphomas. Anecdotal reports suggest that
allogeneic hematopoietic stem cell transplantation (AlloHCT) also
may be feasible. To evaluate AlloHCT in HIV-positive patients,
we retrospectively analyzed 30 HIV-positive patients with malig-
nant (n22) or non-malignant disorders (n8), who received Al-
loHCT between 1987 and 2003 and were reported to the CIB-
MTR.
The median age at transplant was 34 years (range 9-49) and the
donors were: HLA identical siblings, 21 (70%); syngeneic, 5
(17%); and unrelated, 4 (13%). Indications for HCT included:
non-Hodgkin lymphoma, 11; chronic myeloid leukemia, 3; acute
myeloid leukemia, 3; myelodysplastic syndrome, 2; acute lympho-
blastic leukemia, 2; other acute leukemia, 1; aplastic anemia, 2; and
other non-malignant disorders including HIV disease, 6. Twenty-
two (73%) patients were transplanted prior to 1996. The condi-
tioning regimens included total body irradiation (TBI) containing,
16 (53%); and chemotherapy only, 14 (47%).
Rate of neutrophil engraftment at 28 days was 76%. The cumu-
lative incidence (95% CI) of grades II – IV acute GVHD (synge-
neic excluded) was 9% (1 – 23). For patients alive at 100 days (n 
12), the cumulative incidence of chronic GVHD at 1 and 2 years
was 42% (17 – 69). At a median follow-up of 55 months, 6 patients
are alive with a survival probability of 20% (10-33) at 2-years.
Treatment related mortality (TRM) at 100 days and 2-years were
46% (29 – 65) and 68% (50 – 84), respectively. Causes of TRM:
pulmonary toxicity, 8; infections, 4; organ failure, 4; HIV disease,
2; and others, 3. Deaths related to pulmonary toxicity appear to be
higher in patients receiving TBI based conditioning (6/16) com-
pared to the other conditioning regimens (2/14).
Of the available CD4 counts (x109/L) and viral loads (log copies)
data, median CD4 count (n  11) and viral load (n8) prior to
BMT was 137 and 2.1, respectively. At 3 months post BMT, the
median CD4 count (n 16) was 29. After 6 months post BMT, the
median CD4 count (n  9) and viral load (n  10) were 640 and
1.7, respectively.
Of the 8 patients transplanted after 1996, 4 survive compared to
2 of 22 transplanted prior to 1996, presumably related to the effect
of improved supportive care and HAART. These data suggest that
AlloHCT is feasible for HIV-positive patients with malignant and
non-malignant disorders and provide the framework for the design
of future prospective studies.
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The current risk stratiﬁcation of patients with  thalassemia major
undergoing an allogeneic SCT is based on liver size (2cm), presence
of liver ﬁbrosis and inadequate iron chelation (Lucarelli et al, NEJM
1990). Our clinical observation suggested that patients in Class III
(presence of all three adverse features) were a heterogeneous group.
We undertook a retrospective analysis to study the pre-transplant
variables that have an impact on outcome. Between 1991 and 2005,
190 patients underwent 197HLAmatched related allogeneic SCT for
a diagnosis of  thalassemia major at our center. Except for two cases,
all patients’ were less than 18 years of age at the time of transplant.
The majority (97.5%) of patients received a myeloablative (BuCy)
conditioning regimen. The median (	SD) age of this cohort was
7	4.1 years with 68% males. There were 11(5.6%), 81(41.1%) and
105(53.3%) in Lucarelli Class I, II and III respectively. The Kaplan-
Meier 5 year event free survival (event deﬁned as rejection, relapse or
death) for Class II and III patients’ was 78.53	4.53 and 51.97	5.14,
respectively. Only patient age and liver size as continuous variables
were signiﬁcantly associated with an adverse outcome. Using a ROC
curve plot analysis, cutoff values of 7 years and 5 cms respectively for
age and liver size gave the highest likelihood ratios for an adverse
effect on EFS (1.6 and 2.7 respectively). These cut off values signiﬁ-
cantly discriminated patients’ EFS on a univariate analysis. On a
forward stepwise multivariate analysis only age 7 years and liver
size  5 cms retained their signiﬁcance (RR 2.2 and 3.6, P-values
0.014 and 0.000 respectively). Using these two variables patients were
categorized as high risk if they were  7 years and had a liver size 
5 cms. There were 41 cases in this sub group (all were Class III). The
5 year EFS and OS in this high risk group (n41) was 23.93	6.88
and 39.01	7.96 while in the remaining Class III cases (n64) the 5
year EFS and OS was 73.23	5.56 and 81.22	4.89 (P0.000 for EFS
and OS). The majority of the events in the high risk group happened
in the ﬁrst 100 days [TRM17(41.4%), rejection3(7.3%) and death
from GVHD3(7.3%)]. Using age  7years and liver size  5 cms
we were able to identify a subset of patients in class III (39%) who
have a poor outcome with allogeneic SCT and would beneﬁt from
novel approaches while the remaining patients in Class III had out-
comes comparable to those in Class II.
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Pre-transplant splenectomy has the potential of reducing post
transplant transfusion requirement and hastening engraftment.
Impact of pre-transplant splenectomy in patients with  thalasse-
mia major undergoing an allogeneic SCT has never been ad-
dressed. Between 1991 and 2005, 190 patients underwent 197 HLA
matched related allogeneic SCT for a diagnosis of  thalassemia
major at our center. Patients had undergone a splenectomy at the
discretion of the referring physician. Twenty seven patients (29
transplants) had a pre-transplant splenectomy, they were all Luca-
relli Class III. The outcome of these patients was compared with
73 patients (76 transplants) in Class III who did not have a sple-
nectomy. Patients in the splenectomy group were older (11.7	5.0
years vs 8.5	3.5, P0.003) and had a larger liver size (5.7	1.8 cms
vs 4.4	1.6, P0.000). They were comparable for sex, FM, major
ABO mismatch, SGPT, Ferritin and presence of liver ﬁbrosis. Of
transplants that could be evaluated for engraftment (splenecto-
mized24, rest62), splenectomized patients had a signiﬁcantly
faster time to ANC  500/mm3 (15.4	5.9 days vs 17.5	4,
P0.002) and platelet20000/mm3 (22.5	6.7 days vs 32.5	13.6,
P0.000). The splenectomized group also had a signiﬁcantly re-
duced requirement of blood transfusion in the ﬁrst 100 days post
transplant (5.5	5.1 units vs 7.2	5.4, P0.017) and a trend to
reduced platelet transfusion requirement (59.7	58 units vs
71.8	55.7, P0.075). The rejections (early and late) were compa-
rable between the two groups (20.7% vs 14.5%, P0.55). Among
the splenectomized patients, 17 (63%) died, 1 following primary
graft failure, 7 secondary to RRT and 9 secondary to infective
complications after engraftment (including two late deaths on day
574 and 760 post transplant). On a univariate analysis age
(P0.02), liver size (P0.008) and splenectomy (P0.006) were
signiﬁcantly associated with reduced EFS (event deﬁned as primary
graft failure, rejection or death). On a multivariate analysis, adjust-
ing for age and liver size, splenectomy retained its signiﬁcant
adverse impact on EFS (RR 2.47, 95%CI 1.3 – 4.6, P0.004).
While pre-transplant splenectomy appeared to hasten engraftment
and reduce post transplant transfusion requirement this did not
translate into improved EFS. In this retrospective analysis, pre-
transplant splenectomy appears to be an independent adverse risk
factor in patients with  thalassemia major undergoing a HLA
matched related allogeneic SCT.
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